All revisions to the policy must be highlighted using track changes throughout the document. Please provide any clarifying information for the policy below: CPB 0698 Prostate Saturation Biopsy Clinical content was last revised on 11/26/2013. No additional non-clinical updates were made by Corporate since the last PARP submission. Update History since the last PARP Submission Histor y Definitions Addit ional Inform at ion Number: 0698 Policy *Please see amendment for Pennsylvania Medicaid at the end of this CPB. Aetna considers a transperineal stereotactic template-guided saturation prostate biopsy medically necessary for the following indications in men with 2 prior extended transrectal prostate biopsies negative for invasive cancer: ▪ Men with an elevated prostate specific antigen (PSA) that is persistently rising; or ▪ Men with histologic evidence of atypia on prior prostate biopsy; or ▪ Men with histologic findings of high-grade prostatic intraepithelial neoplasia (PIN) on prior biopsy. Aetna considers prostate saturation biopsy experimental and investigational for all other indications (e.g., surveillance of persons with a positive prostate biopsy)
See also CPB 0001 -Transrectal Ultrasound (../1_99/0001.html); CPB 0168 -Tumor Scintigraphy (../100_199/0168.html); CPB 0521 -Prostate Cancer Screening (../500_599/0521.html).
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Prostate cancer is the second leading cause of cancer death in men, exceeded only by lung cancer. It accounts for 33 % of all male cancers and 10 % of male cancerrelated deaths. The disease is histologically evident in as many as 34 % of men during their fifth decade of life and in up to 70 % of men aged 80 years old and older.
Transperineal template-guided stereotactic saturation prostate biopsy, typically using 30 to 80 cores, is being proposed as a method to detect prostate cancer in high-risk men with multiple negative extended prostate biopsies, including men with an elevated prostate-specific antigen (PSA) that is persistently rising, men with histologic evidence of atypia on prior prostate biopsy, or men with histologic findings of high-grade prostate intraepithelial neoplasia (PIN) on prior biopsy.
Digital rectal exam (DRE) and PSA tests detect prostate abnormalities, but they cannot determine whether these abnormalities are cancer or benign; only a biopsy can confirm a diagnosis of prostate cancer. Prostate cancer risk factors include persistent elevated PSA, atypia, or high grade prostatic intraepithelial neoplasia (PIN) on prior biopsy.
A core needle biopsy of the prostate under transrectal ultrasound guidance is the main method used to diagnose prostate cancer. A narrow needle is placed through the wall of the rectum into the prostate gland. The needle removes a cylinder of tissue, usually about 1/2-inch long and 1/16-inch across. A pathologist assigns a Gleason primary and secondary grade to the biopsy specimen. Usually 6 to 18 cores are removed to get a good sample and tell how much of the gland (if any) is affected by cancer; however, 10 to 12 tissue cores are considered the standard of care (Wilson and Crawford, 2004) .
It has been reported that 38 % of prostate cancers are missed by prostate biopsy (Patel et al, 2004) . There is some evidence that the sensitivity of needle biopsy could improve by 30 % to 35 % by increasing the number of biopsy cores beyond 6 (e.g., 14 to 45 cores) (Stewart et al, 2001 ). Some investigators have proposed even more extensive sampling (30 to 80 cores). This improvement in sensitivity, however, has been at the cost of doubling the rate of cancer detection of less than 0.5 cm3 in volume identified. The extent to which an increase in detection rate would reduce morbidity and mortality from prostate cancer or increase the percentage of men treated unnecessarily is unknown.
Epstein et al (2005) reported the results of prostate saturation biopsy on 103 men who were predicted to have insignificant cancer in their radical prostatectomy (RP) specimen. All had limited cancer on routine needle biopsy (no core with more than 50 % involvement; Gleason score less than 7, and fewer than 3 cores involved) with a serum PSA density of 0.15 or less. Insignificant tumor at RP was considered organconfined tumor, no Gleason pattern 4 or 5, and a tumor volume of less than 0.5 cm3. Saturation biopsy (average 44 cores) versus an alternate biopsy saturation protocol with half the number of cores was performed on RP specimens.
Of the tumors examined, 97 % were organ confined. The RP Gleason score was less than 7 in 84 % of the cases. The RP tumor volume was 0.01 to 2.39 cm3 (median 0.14). Overall, 71 % of cancers were insignificant; however, 29 % had been incorrectly classified before surgery using a standard biopsy protocol. The
The assessment concluded that "[i]t still has to be demonstrated that extended biopsy schemes with a higher cancer yield do lead to a survival benefit due to early cancer detection." An update to this systematic evidence review on the diagnostic value of biopsy methods in the investigation of prostate cancer reached similar conclusions. Eichler et al (2006) searched 13 electronic databases, screened relevant urological journals and the reference lists of included studies, and contacted experts. These researchers included studies that compared different systematic prostate biopsy methods using sequential sampling or a randomized design in men scheduled for biopsy due to suspected prostate cancer. They pooled data using a random effects model when appropriate; and analyzed 87 studies with a total of 20,698 patients.
These investigators pooled data from 68 studies comparing a total of 94 extended schemes with the standard sextant scheme. An increasing number of cores were significantly associated with the cancer yield. Laterally directed cores increased the yield significantly (p = 0.003), whereas centrally directed cores did not. Schemes with 12 cores that took additional laterally directed cores detected 31 % more cancers (95 % CI: 25 to 37) than the sextant scheme. Schemes with 18 to 24 cores did not detect significantly more cancers. Adverse events for schemes up to 12 cores were similar to those for the sextant pattern. Adverse event reporting was poor for schemes with 18 to 24 cores. The authors concluded that prostate biopsy schemes consisting of 12 cores that add laterally directed cores to the standard sextant scheme strike the balance between the cancer detection rate and adverse events. Taking more than 12 cores added no significant benefit. Prostate saturation biopsy may provide increased accuracy in the predictability of prostate tumor volume and grade to select suitable candidates for watchful waiting therapy; however, it is not clear whether early detection and subsequent earlier treatment leads to any change in the natural history and outcome of individuals with prostate cancer. Randomized controlled trials are needed to determine the clinical utility of prostate saturation biopsy.
Jones et al (2006) reported on the results of a sequential cohort study comparing office-based saturation prostate biopsy to traditional 10-core sampling as an initial biopsy. Based on improved cancer detection of office-based saturation prostate biopsy repeat biopsy, the authors adopted the technique as an initial biopsy strategy to improve cancer detection. Two surgeons performed 24-core saturation prostate biopsies in 139 patients undergoing initial biopsy under peri-prostatic local anesthesia. Indication for biopsy was an increased PSA of 2.5 ng/dl or greater in all patients. Results were compared to those of 87 patients who had previously undergone 10-core initial biopsies. Cancer was detected in 62 of 139 patients (44.6 %) who underwent saturation biopsy and in 45 of 87 patients (51.7 %) who underwent 10-core biopsy (p > 0.9). Breakdown by PSA level failed to show benefit to the saturation technique for any degree PSA increase. Men with PSA 2.5 to 9.9 ng/dl were found to have cancer in 53 of 122 (43.4 %) saturation biopsies and 26 of 58 (44.8 %) 10-core biopsies. Complications included 3 cases of prostatitis in each group. Rectal bleeding was troublesome enough to require evaluation only in 3 men in the saturation group and 1 in the 10-core group. These investigators concluded that although saturation prostate biopsy improves cancer detection in men with suspicion of cancer following a negative biopsy, it does not appear to offer benefit as an initial biopsy technique. These findings suggest that further efforts at extended biopsy strategies beyond 10 to 12 cores are not appropriate as an initial biopsy strategy.
In an accompanying editorial, Moon and Theodorescue (2006) Gleason score distribution of 6 to 9. No anatomical region of the prostate gland was spared of cancer. In patients with prostate cancer, an average of 9.9 cores were involved. In multi-variate analysis, prostate volume was the best predictor for prostate cancer diagnosis. The authors concluded that TTBS diagnosed prostate cancer in 42.2 % of patients. Considerable anatomical variability in prostate cancer distribution was documented. They also noted that TTBS "results in promising diagnostic yields for patients with prior negative TRUS biopsies. However, ideal patient selection, optimal transperineal saturation biopsy technique, number of biopsy cores, and regions to be sampled remains to be clarified".
Stav et al (2008) evaluated the diagnostic value of saturation prostate biopsy in patients with PSA greater than 10 ng/ml, PSA velocity greater than 0.75 ng/ml/year, free PSA ratio less than 0.2, and at least 3 sets of negative biopsy specimens. A total of 27 patients underwent the procedure with the use of a transrectal approach under general or regional anesthesia. A systematic coverage of the peripheral zone (PZ) was accomplished by maintaining a fixed distance between punctures (5 mm).
In addition, multiple cores were obtained from the transition zone bilaterally, bladder neck, and midline according to a strict pre-planned template. The mean number of cores obtained per patient was 61.7 +/-9.5 (range of 41 to 76). Average PSA was 19.4 +/-8.5 ng/ml (range of 10.1 to 49). Prostate cancer (Gleason score 3+3) was found in 3 patients (11.1 %). All 3 patients who received a diagnosis of cancer had minimal disease affecting less than 1 % of a single core sampled from the PZ. Two patients were designated for watchful waiting and 1 patient chose radical prostatectomy. His pathologic specimen contained carcinoma of prostate (Gleason 3+3) in less than 1 % of the total prostate volume. All patients were discharged within 24 hours after the procedure. Asymptomatic bacteremia was documented in 1 patient. Two patients had epididymitis develop and were treated conservatively. The authors concluded that according to their findings, saturation prostate biopsy has low diagnostic yield in patients who previously had at least 3 sets of negative traditional biopsy specimens. In all the cases that prostate cancer was found, it had histologic features consistent with biologically insignificant disease.
Lane et al (2008) stated that it has been reported that the prostate cancer detection rate in men with PSA 2.5 ng/ml or greater undergoing saturation (20 cores or greater) prostate biopsy as an initial strategy is not higher than that in men who On KM analysis, saturation biopsy was associated with increased objective biopsy progression requiring treatment (log rank x2 = 5.87, p = 0.01). On multi-variate pH analysis, saturation biopsy (HR = 1.68, p < 0.01) but not transperineal approach (p = 0.89) was associated with increased objective biopsy progression requiring treatment. On logistic regression analysis of 179 men who underwent RP for objective progression, transperineal biopsy was associated with lower likelihood of unfavorable RP pathology (OR = 0.42, p = 0.03) but saturation biopsy did not alter the likelihood (p = 0.25). Neither transperineal nor saturation biopsy altered the likelihood of significant versus insignificant cancer at RP (p = 0.19 and p = 0.41, respectively An UpToDate review on "Saturation biopsy" (Benway and Andriole, 2017) states that "Saturation biopsy is typically performed in the outpatient setting under regional or general anesthesia due to concerns for pain control, and because it is thought to be associated with an increased incidence of morbidity (e.g., severe hematuria) requiring hospital admission. However, a systematic review that identified 8 studies comparing saturation with extended biopsy found no significant differences in infection, hematuria, or bleeding between the groups … Saturation biopsy is not appropriate for initial screening but may be performed after a second negative TRUS-biopsy in the patient for whom clinical suspicion for prostate cancer remains high. Saturation biopsy detects prostate cancer in 22 to 33 % of patients undergoing repeat biopsy but is associated with a higher incidence of complications".
know error DNA Specimen Provenance Assay
DNA Specimen Provenance Assignment (DSPA) Testing (eg, Know Error System)
is a molecular diagnostic test intended for the protection and control of tissue samples to purportedly decrease the incidence of diagnostic mistakes due to an individual's misidentification, specimen transposition or cell contamination, known as specimen provenance complications (SPCs). Breast and prostate tissues are most often tested but other tissue types may also be examined including, but not limited to, bone marrow.
The know error ® DNA Specimen Provenance Assay is a forensic assay to confirm that a surgical specimen belongs to the patient evaluated for treatment. According to the manufacturer, the know error system features a DNA verification test that is intended to eliminate diagnostic mistakes due to specimen provenance complications. This testing incorporates three steps: (1) before a biopsy procedure, a reference sample of the patient's DNA is taken by swabbing the inside of the patient's cheek; the swab is sent to an independent forensic DNA lab;
(2) the patient's biopsy tissue samples are placed in bar coded specimen containers from the biopsy kit and sent to the pathology lab for evaluation; (3)
if the biopsy results come back positive, the forensics lab performs a DNA specimen provenance assignment using genetic microsatellite analysis. This test compares the short tandem repeat profile of the patient's biopsy tissue to the patient's reference sample. The manufacturer explained that concurrence of these short tandem repeat profiles allows the practitioner to rule out specimen provenance complications. Once a DNA test is complete, the forensics lab issues an electronic report. If specimen provenance complications are indicated, the appropriate parties are notified to address the error via a defined protocol. Aetna considers the know error system to be part of the laboratory's quality control for specimens and is not separately reimbursed.
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55700
Biopsy, prostate; needle or punch, single or multiple, any approach
84152
Prostate specific antigen (PSA); complexed (direct measurement) 84153 total
